... antigen delivery to CD11c + CD8 -DCs induced a much less efficient CD8 + cytotoxic T cell response as opposed to CD11c + CD8 + DCs... ... unexpectedly, in the melanoma model, both CD11c + CD8 + and CD11c + CD8 -DCs induced protective as well as therapeutic immune responses ... Dendritic cells (DCs) are key players for the induction of immune responses but also for the maintenance of peripheral tolerance. Therefore, DCs might be ideal target cells for immunotherapeutic approaches to improve (tumor) or dampen immune responses (autoimmune diseases). In the past, we have generated antibodies, which efficiently bind to uniquely expressed endocytic receptors on murine DC subpopulations (DEC205, DCIR2). By genetic modifications, these antibodies carry an antigen of choice and cannot bind to Fc receptors. Upon injection and binding to their endocytic receptors, the antigen targeting antibodies are internalized, and the antigens are processed and presented as peptide MHC complexes, thereby allowing an efficient activation of antigen specific T cells.
In a recent study, we delivered antigens to CD11c + CD8or CD11c + CD8 + DCs in the presence or absence of an immune stimulus in naïve animals. We found that antigen delivery to CD11c + CD8 + DCs induced a pronounced CD8+ cytotoxic response as well as CD4 + T cell responses. In contrast, the delivery of antigens to CD11c + CD8 -DCs was less efficient in inducing CD8 + cytotoxic T cell responses, but showed similar CD4 + helper T cell responses. The measured antibody titers against the engulfed antigen suggested that a mixed TH1/ TH2 immune response was induced, which was independent of the DC subset that originally presented the antigen.
Next, we analyzed whether the induced immune responses would be protective for the outgrowth of melanoma cells. To this end, we used the B16F10 melanoma model, in which ovalbumin (OVA) was a surrogate antigen. We found that it did not matter, which of the DC subsets presented the antigen, as both CD11c + CD8 + and CD11c + CD8 -DCs induced protective as well as therapeutic immune responses. This finding was unexpected as CD11c + CD8 -DCs were less efficient inducers of cytotoxic CD8 + T cells which usually are critical for the fighting against tumor cells .
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